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JanetWoodcock, M.D.
Director
Center for DnzgEvaluation anci Research

I-IFD-001 - Bldg. WOC2,Room6027
WoodmontBIdg.No .11
Food and Drug Adzninistration
1451 Rockville Pike
Rockville, Maryland 20852-1448

Dear Dr. Woodcock:

On behalf of the PhRNLVB IO working group on Abbreviated reports, I am transmitting
comments regarding Section 118 (Data Requirements for Drugs & Biologics) of the FDA
Modernization Act (FDAMA) of 1997 for your consideration. It is our understanding
that you are the lead party designated by FDA for coordination of Sect. 118
implementation, and also the individual to whom commentary should be directed.

Reference is made to FDA-industry work group activities relating to this topic which
addressed areas of mutual interest and concern prior to passage of FDA.MA. For your
reference, we have appended comespondence from March 17, 1997 and April 21, 1997
which are representative of our group’s concerns, and which we continue to endorse.

Please also note the following additional material relating to PhRMAl1310 work group
members advisement:

Definition of elements to be included as qualifying for abbreviated reports should
incIude, but may not be Iimited to:

● Studies conducted which will not serve as the basis for label claims, such as
faded studies, abandoned indications, and similar trials, which may be
I%rther defined as:

Studies for which statistical efficacy was not achieved, which could be
determined by a host of factors including, but not limited to: ftiIure to
reach appropriate p-value; failure to determine appropriate endpoint,
failure to validate surrogate endpoint; ftihre to enroll adequate numbers
of patients for statistical power; abandoned studies; studies stopped at
interim analysis due to failure to reach statistical effkacy or for other
reasons; studies using inappropriate doses or routes of administration;
studies stopped due to lack of clinical trial material; studies stopped due
to serious adverse events.
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- SeIected sections of’’pivotal’’ studies (those trials upon which label cltims
will be based) used for other indications or purposes, defined as:

studies which were successful and intended for use for a labeling
indication, but which do not now support the indication in the submitted
application (they may be submitted in full in a fiture application);
studies which support the iridication, but which are not used IO

demonstrate eff~cacy in the proposed label submitted in the application.
If the study is used in the Integrated Summary of Efficacy in the
application to FDA, or is used to demonstrate confhmatory evidence, as
described in Section 115 of FDAMA, then fill clinical study repons
should be submitted.

In enacting Section 1I 8, Congress provided guidance on the kinds of information -
suitable for abbreviated reports:

‘The Committee intends that studies that are pivotal in
supporting label claims must be provided to the FDA in
sufllcient detail for agency reviewers to properly evaIuate “tie
study. Other information should be submitted in abbreviated or
summary form.” HR. Rep. No. 105-310, at 70 (1997).

We believe that the preceding recommendations in this text are consistent with
both Congressional intent and with previous discussions of our joint working
group last year.

2. Agreement on common format and eiements (in concept) for Sec. 118 provisions
consistent with ICH-E3 synopsis: Our group advises that every element of the
synopsis described in E-3 should be submitted for all study reports. For
example, in the case of a failed study, synopsis would provide the medical
reviewer with the explanation as to why the study faded to reach statistical
efficacy. h the clinical study report itselfl information is provided to include
enough information about the design and execution of the study for reviewers to
1) determine the outcome of the study; 2) interpret the study safety data; 3)
understand the reason(s) the study cannot be used to support effectiveness and
related IabeIing claims; 4) determine whether the reviewers need more
information; and 5) in the case of early studies, how the data should be
interpreted. From the Table of Contents of E-3, we believe an abbreviated report
should include the E3 synopsis, and could inch-de several or more of the
following elements, depending on the type& nature of study:
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1.

3.

8.

9.

9.5

12

13

14.1

14.3

16.2

16.3

TitlePage

TableofContents forthehdividuai Clinical StudyReport

Study Objectives

Overall Study Design andPlan: Description

Efficacy and Safety Variables

Safety Evacuation

Discussion and Overall Conclusions

Demographic Data Sumrnmy figures and tables

Safety Data Summary figures and tables

Patient Data Listings (Safety)

Case Repoti Forms (.NB ftier definition of criteria
under which such detailed information be required must
be judiciously constructed and fiuther discussed).

Please also note that our work group is of the opinion that Sect. 16.4 should not be
included.

3. Modification of electronic submission drafl guidance (April 6, 199S) consistent
with ideal elements for abbreviated report format as in the preceding item: The
guidance on “Providing Regulatory Submissions in Electronic Format - NDAs”
shouId be revised to accommodate abbreviated reporting. Specifics on what
electronic case report tabulations (Appendix 16.2) are needed and the alternative
datasets should be cIear and consistent with the recommendation on abbreviated
reporting.

4. Processes to assure compliance & consistency across agency offices and
divisions should be promulgated, as well as processes for sponsors to seek
acceptable deviation from guidance requirements. Furthermore, aIi preceding
understandings should be integrated into the discussion of ICH common
technical document (ICH-M4) including where possible modular approaches.
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You ca.nbeassured that the industry working group remains committed to appropriate
andthorough sa.fiiy assessments. Please contact me ifthere areany questions regarding
thematerial inthepreceding text, orofrelated concerns. Weappreciate the opportunity
to offer commentary regarding this important progress.

Sincerely,

$%.-.’$Tirno y R. rarson, M.D. Z
Vice P id t
Clinical Research and

Regulatory Affairs - U.S.

TR.F/’saa

Enc.

cc: PhRMA/BIO Working Grouv:
Russ 13antham
Janice Bush
Tom Copmann
Alan Goldhammer
Bill Kennedy
John Siegfried
Laurie Smaldone
Mall Van Hook
Lamy Versteegh

Jane Axelrad
Associate Director for Policy
CDER
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March 17, 1997

via FAX

3anet Woodcock,M.D.
Director
Center forDrugEvah.mtion andResearch

HFD-UOI - Bldg. W0C2,Room 6027
WoodmontBIdg.No. H
l?oodandDrugAdmin.istxation
1451 RockviUePike
RocWiUe, Maryland 20852-1448

Dear l%, Woodcocic
. .

On behalf of the Pb.RMM310 members of the Clinical Issues Working Group, I am
providing the folIowing comments to the March 5, 1997 draft revision of FDA’s position
paper relating to “Summary Data Issues”. It is noted that this material his been
previously discussed in our industry-FDA working group, and that this draft does indeed
reflect the spirit and intent of the prior reviews.

Regarding “Statement of Problem #1”, the draft does capture tie content of proposed
changes consisumt with our working group’s consensus. There is one process commen~
that beiag on ‘approach to Problem #l” - Item 2.c. - it is suggested that this section be
divided into two separate points (Le., current 2.c. mentions abbreviated efiicacy repo~, “

and aho safety guidance which may be better addressed independently). We also desire
clarification as to whether “abbreviated submissions” cited in 2.& differ in content from
“9ti&es.. .~opsh form” mentioned in 2.b. (i.e., whether this synopsis is a type of

abbreviated submission for cliieal pharmacology .studk.s or instead a distinct category).

Regarding “Statement of Problem #2”, we wotdd appreciate clarification of Point 1 under
“approach to Problem #2”, in order to define wheth~ the proposed efficacy summary is

seen as incremental to what is currend y provided in conventional NDA summaries.
If not we agree with the conteut, with this ckrifieation. If, however, it is
incremeutalhew, we would Moe to further discuss how reviewers might utilize such
a compilatio~ and whether this change would be consistent with the intent of the ICH
Core Technicid Document initiative.

We agree with the conclusion of this position paper, support the opportunity to cooperate
in guidance development for summary data recommendations, and concur that the
resolution of this issue is best pursued via guidance dcveIopmenu We also applaud the
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agency’s initiative and willingness to pursue innovative iinprovemen~ which expedite
N_DA efficacy review processes witiout compromise of our shared irmwests in safety
assurances.

Please contact me should there be any questions regarding this material. Thank you for
the opportunity to interact in this process.

SincereIy,

ELI LI.LL AM) CC)MPANY

#r%

Timothy K Fransou M.D.
Executive Direetor
Regulatory MfkiE
(co-chair, FIX/Industry clinical

Issues Working Group)

cc: h. A. Goldhammer (viaFAX)
Dr. W. Kennedy (via F~
Dr. IL Orzolek (viaFAX)
Dr. J. Sie@ied (via FAX)

-.

,.
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Apri121,1997

Janet Woodcock, M.D.
Director
Center for Drug Evaluation and Research

HFD-001 - Bldg. W0C2, Room 6027
Woodrnont Bldg. No. II
Food and Drug Administration
1451 RoelcviUe Pike
Roclm-ille, Maryland 20852-1448 “-

Dear Dr. woodcock

In response to your March 28, 1997 memo regarding “Efficacy Data Recuairements”.
which included the edits from Dr.

represent the opixtions of industry
Group:

I.

2.

3.

4.

Statement of Problem #l
fiuther revisions to offer

Temple, plea note the follo&g cmnrrknts, which
participants involved in our Clinical Issues Working

- we agree with the edited versioq with no

Approach to Problem #1 - we agree with all changes in the edited
versio~ except the deletion of C.(3) citation of studies not to be relied

upon for labeling claims; it would be prudent to specficalty state this
poin~ which fiarnes the intended use of da~ and we propose reinserting
that language (a%ched)

Statement of Problem #2

Approach to Problem #2

- we agree with the edited version

- we should assure that there are more explicit
agreements as to the scope of additional data requests, lest this section
be interpreted as requiring sponsors to provide data surmrmies beyond
current requirements

..
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We continuetoshe yourcomitment to comprehensive~e~ assessrnen~ forall drug
and biological products inthe interestofpublic health andscientific rigor.

Please contact me shouid there be any questions regarding this material. We look
fomw,rd to working with you and your agency colleagues to develop the two guidances
‘proposed in this position paper, in order to achieve a shared goal of strearnhning etilcacy
repofi wkhout compromising data quality. Thank you for the oppotiry to review tbis

document.

Sincerely,

ELI LILLY AND COMpN

,..

Timothy IL Fransq M.D.
Executive Director
Regulatory Af&irs

-rRFk?a

Enc.
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3.

4.

1

if
OQQ Or m05Q mOdUl Ubb=@Via~ed

certain ea%ly studies, how the data should be

i~terpceted.

I
707+ will carry out a small study to see wha~ propertiun of

euxrent fil~r.gs could ‘be eliminated by abbreviated Xergzks.

.-
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SFFICACY 3ATA REQUIREMENTS ~
~

This refers to 4tepic effic3cy data Siubndtced in ma:keting

applicatiahs. ?tll part$es agree chae safety data is ne% includad.

TWO related problems rtiated to efficacy data have been identified

by the industry repretientatives.

one identified pxoblem is that excessive oz unnecessary efficacy

infomacion is being ~ubrnttted in che fozm of detailed zeports fox

studies ~~eze that level of ~etail is not zequi.xed to make a. .-...

mcjulatwy decision or fcr pzoduct labeling. This requires extrs

unnecessary effezt being ●xpended by FM :eviewe?s. Zt i?9 rxet

cleaz if this inferwtion is sxmittedat the xeque&of F5Asraff,

or if sponsors are simply filing it, or both. All parties agree

chat the best solution te this problem is an up-fzont ag~eement

b+etween the sponsor and the FDA on what data should be giled.
4

Mouevet, since mechanism co achieve w such ●gzoaumt are

already in place, i.e., pre-PLA m pre-NDA meetir.g

isr,expl$cit Recognition in the cMn/stat guideline’ and XCH Z-3

m •~ S; 02 Obzeviawd YQPQZX8, ●t f$~ing of unneeded
~

material fs still occurring, lC is clear that ad ikional ●ffo%ts
q

should be made to clarify ~ the types Qf i~Eormation %n*t
iordinarily can be submitted in abbreviated form. &
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i. All paxtie9 will make stzong efforts to reach agzeement at

pre-EilAng meetings on what e~ficacy information can be filed

in abbreviated form for a particular application.

I

2. FDA will develop two guidance documents [one fo~ early studies
8

provide the fOILOWln~ information.

a. Tha kinds of efFa studies [~,g., .Uncoqtzmlod.-.
studias, CUITW8I104 studies that failed “to disti~gu~gh

drug from placebo, studies that were terminated, $tudLae

of pea? qwliky, Stu&ee 05 mea net’ eubmittod fer

a+wk.1 As:!.tha 8ppliea-t*an,

equivalence studies without placebo

not be considered for ●violence ef
#

or active control

that (h U.S.} would

effe,kivenese] that
T1

shouhibe considered for abbreviated ~
mfaazta ●

“Abbreviated ~ 24pO~tsw axe ~::,b~
.

rmp4tt8 with much less detail~of study design

ahd results and without case tctpozt tab~lations of the

efficacy data.

b. The kiads of early clinical studies, e.g., certain

clSnical pharmacology ~tudies, tha: could be su%iteed in

an abbreviated form Accompanied by data ‘“tabulations.

I

.,. !
I
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c.
~

Each gukdafice wiii contain one or more &Ql a!abzev$at~~

xepurt formats for various categories of ~tudies. These.,
abbreviated geport fo~ats will

incXud@ ●?iou@ info~tion about the doet~~. and ●xeeutlon

02”*i94’”8tWy for reviawezs to ~; ‘

Ciuta:

ii
Lf not obvious,

9 itudy CS&tiUZ ~a

certain eatly studies, how the data should be

hterpxeted.

:

3.
i

FOA will carry out a small study to see what pzaportian of

current Siiings could ba eliminated by abbreviated re~orka.

4. FDA will exploze mechanisms under which ce~tain high page

volume , low information content submissions,. such as W’s,

..
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could be abbreviated, eliminated, ihteJ.d tIL!Ck,. DZ SUITunUXiZee

(XCH-~3 alx*a~Y per~its t~b fox very larg~ studies with

numerous Lnvestigamrsl . J

5. Time line fer Guidance Issuance

a. FDA will issue dxaft guidances Eor co.ment by the end of

FY 1997.’

b. FW4 will issue final guidance by the end of CY 1997.

Industry XOprCSQfMti~f3s maintain that come FDA

too much time and effort Ieanaly2ing pzimary

deing =xpleratory analyses of these data-

suggeated tkat they evaiuate sumezies of the

review staff spend

effXcacy data--wad

Therefore, it is

effectiveness Chta

and s$mply spot check ox audit the prima~y data for;accuracy, ec=-

m2A r8pxe9entatives ~

seiantific review and x bbl
+----
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I
further Lnfo,rmationto reapand to questions that arise in the

.1

It is l~kely thab the pazties can come to some acjzeement on
I

pracedurea for mquestp for Miclitional data.

and implement Guch a ~receduxe by the end of

t

M 1 da,qt that tbi; is alie*@ .@cu@qb

f3~h~s” in” marketing applications

R. Tample’s zevisioaas

c:\~giles\downs\ef%ieaey.rev

.,.
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